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Mk9] 




-em£tlZ4k&M (BMS-477 118), 

( 1 1) WO2004/ / 014860^|Bft^tl,f^ : 

(Ml) 




Xa-R 

XaiiSiOTattH— *fcttJWlo-C, -O-, -S-, -SO-, -SO 

2 



WO 2005/032590 



15 



PCT/JP2004/014475 



5£ (Hi) X»m£tiZ4k&M<DMkVXtt:, ^ (I) xm£ti%ik-&Vo(DM.bmm<Di><D 

[0022] (in) -e^^ti^.^^o$fig^j^L-c«, gro^-^fe^^if e>n5o 

5/) , ^l&l— S^T/^^^TVKW, &fr*fW&=WT%A . 
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7) 7'>;H [0!l % JjvV^/K tf/M^S'TK C T/W=¥/V— iJjMfc^ A » Tir^vW) 

1-6 

„ C TA^^s-ftA-ft—Ai^ yh^v-^/v^— /v) , T5/^/W^ 

1-6 

^ey/K fcRn^v^/W^y/K ^y-*fett^-(xM3^1S^*5j;tfC TA^ 

1-6 

Art—As (#k aiHf frhWiSWb lfcV ^L3<® (Dg^Sr^LT 

1-6 

/v. T/ntyi^/w^y/K -yy^/v^/w^y/K hy^/v-^n^/i^w^y/K 
^hdr-y^/^^/wy^/v^/w^^ey/v^if ) x c ^P7/i4;w*;w^>f;v (#>| 

3-10 

7-13 

1-6 

—A) , C TA^AvVVyw'—A (#!k ^f;^7^-/k) , ; 
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8) etfe^jvcv vob«fcv iw* , ^y-^/c^y-c ta^a^a-^— 
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1-10 

^iviyr^y, ^es-itfttnt-c ta^a-^a^^ A-r^y (#k y^-A#A/^ 

1-10 

-fAT5;y, x^y^ A# A^^AT^y) , C Ty — A~-# A^—A-T^y (&\ , ^<y/ 

6-14 

^AT^y) , C ^D7M;w-*;^/i/7^y (#1 , ^P^f/^A^^r 

3-10 

x C T^A'^A'^V-^A^— AT^y (0!k ^^AO^^A^—A-T^y 

7-13 

) , ty-Wcteis-C TA^r A*A*-AT^y ^/V^/V^/VT^/ . 

1-10 

;V?.;V7fr~/VT^;) , C Ty—AvVV'Jfc—A'T^y (#U 7x- AvVPtf^AT^y) , 

6-14 

C TA-=i=¥ */-jj/lr*^4A'TK/ (#ls yh^v^Av^-jVVT^y) > 

1-6 

C TA^r AT5;y ^Av^'f A-y^A-T^y) , C TA^S/* A-^—A—C 

1-10 2-5 1-10 

9) g&£*l/TV vOfe £V \^fjf|&3~ lO^^nTA^/HSCflU l&V >L31H^M3^ 
^^•-eg^tvTV N-Ct) «tV TA=3r A^ (#!k y^A, hy:7A^ny^/V) % # 

1-6 

Atf^VA^ mMWL2— 8<DTA=^V#A^~A^(0!k *h*&r*Art~A>^ 
^■y-^/ttt^-C 7A=3rA#Atf^AT5yS(#!k T^A-T^y, jy^PM 

2-10 

A-T^y) . C T Aa^-jfrA-tf-A-TSyS (#!k yh^#A^~A7$y) , #A 

1-10 

1-10 

Av^-f AT5:y . ^y^A-;*; A^^AT^y) , C ry — A— # A-aff—A-TSyS ( 

6-14 

M, "OoAf A-T5y) , C ^nT/^/W^^l/T^yS, C T^A^Ast" 

3-10 7-13 

=¥ix-^/^^/vT5:yS, ^ey-lsfctev'-c T;^/w^^;v7?/S (flk y^- 

1-10 

AvvvzjwvT^y, iyy^A^A^-AT^y) % c ry— ;w*^7^ysfcj; 

6-14 

1-6 

10) fcm%t6~i4<DTv—/i>m (m. ; 

1 1) etfe&h/rv vr<> £v a-%[0!U #A/^-f aS-t?M&£*vCv vot>«fci > 
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1-6 

2-10 

1-10 

;w^^7^S, ^y-^fctev^-C T;V3c;V—%;Vs^s<jVTK;& (#!) > y^vv 

1-10 

6-14 

(#U ^oAY^T^y) , C ^ynT/V^-^/l^^/VT^y^ C 7?M^ 

3-10 7-13 
1-10 

/K*/i^=/vr^y, ^yy^/i^A-tfwvT^y) , c ry— /^/v-^^/vr^y^. c 

6-14 

1-6 

1-6 

ryy/K Thyy?!)/^ fc'y^K fc o ay/K hyri/y^)*fc«#^#^^m^(0 
^^-^y-ry-r^K— /v-2— r/v ; 5-t^yw^7y-;w3-^ ; 5- 

tty*-Ti?T*— /V— 3-~f A- ; ; 2, 3-^^y bV<9 

5^- WA- ; 2, 5-^^yt p ^7^-l--f/V) ] ; 

13)T^yS; 

^nTA^r ATA^r A^ (0£L< tii^n^ntrA^A) ; 
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y^/K sec-^/K tert-^TvK ^O^yHfc^) , ^^[6-14<DTy— /HS( 
1-10 

[0023] (in) -e^$n5-f^«K03&d>-ei>, ^t)^tt(2E)-3-[3-(T^/7<^/w)-2— ryy^ 
5-[[3-(T^yy^/w)-2-^y^^/v-4-(4-y^/v^^— /v)^yy^-6-^/v]^-^riy]^^ 
4-[3-(r^y^^/v)-2-^y^^/v-4-(4-^^^oi^^)^yy^-6-^/v]fc 0 -<7v ? ^ 

-2-^">-; 

l-[3-(T^yy^/V)-2-^y^^/W4-(4-^^/^oi^/V)^/IJ>'-6-^/V]t 0 -<7v ? V 
[0024] (12)WO03/068748^|Eft^tvfc^:: 

tfbii] 




1-6 

R 10 ^{£^(C )T/l^r/W <SJR(C )T/V=tdrv\ y/l^n{£j$KC )T/^=¥/V 

1-6 1-6 1-6 

& «fcV ^fo^/V ; £fcte^n^V. (C ) T/l^/K (C ) T/V^v^ 

1-6 1-6 
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1-6 1-6 1-6 

T <fc< ; ^n^V, (C ) (C ) TVl^/V^mM 

1-6 1-6 

(C ) T/^^v-^^^^tb^m^tr^y-. i?-$LtcfehV-m&£tlX\ ^Xi>£< ; 

1-6 

X< XM3^>, fa®. (C ) T/l^/K /<—~7;V*xi%M (c ) T/v=¥/v*5«J;m&a ( 

1-6 1-6 

c ) Ttv^^frhm&tvbWM&x*;-^ i?-tttehv-m&tstvx\< ^xh £v ^) 

1-6 

(iv) -e^tv^^-a-^^LT^, ^ (i) xm£ti%4t&M(Di&bmm 

vh^yyx&oXt>£\, \ 
[0025] (13)WO03/068757^|B^$t^fc^;: 

Mbi2] 

.14 



NHR 13 NHR' 



N 





(V) 

R ,6 ^XcTV 5 

, XcteN£/cteC-R 17 £; 

1-6 

R 15 i*tg;«fc(C )T/^/K^-?-7/^n{g^(C ) T/l^/K 75 A {£0 (C )T 

1-6 1-6 1-6 

;v^**/& xxf^vffi/frbm&tizm&mx*;-^ i?-*tc\z.hv-m&tstix\, ^x 

h £V ^rn^y/v ; £fcte^n^V, (C ) 7/i^/K 75A » (C ) T;V 

1 — 6 1 — 6 

^*y-&£i$s<—-7 jvifxiimk (C ) T/v*;vfrhm\SfoZ>W&MX*:;-^ 

1-6 
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R 16 te{£$KC )T;V*;V-MWl{C )T/V=j^>;<S»(C )T/V=¥/V^;i£^(C 

1-6 1-6 1-6 

) T/i^/K 45ft (C ) 77V=*3rV, 7^n{£j» (C ) T/V3r/K T^y^oJ: 

1-6 1-6 1-6 

^y/V;i£j^ (C ) T/l^/K Mfc (C ) TVi^V, xm^V % ~7 

1-6 1-6 

1-6 

1-6 

R ll fe7kmm+titite1&®. (C ) T/^/^^-f-o ] x^Mit^m%t^ ; t<Dm. 

1-6 

o 

s£ (V) X*m$tlZ>4k&%0<Dl&bL,X^ 7$: (I) 

[0026] ^m<D^/v-7^/^uT2iikm^}mmmmmm (ot, ^mmmmmir^ 
m^LTismm/&4^u^^ m%mmm. tk ?yk iwe, ^ * 

*-*\ ^> i^/v)^^i-sr^^x^5„ 
V^^am#:^®^^v^^>tb. @^^Jf-*5(t^W^J. flfi^J, S&^&K 

t*kisxm&£tLZ>o •atz.'&mzjfczx, mmm. tfcmimL m&m. im#j#if<£> 

TV, a^fbxV^ 0 ^, •7^^hy^ > ^^B-fe^n— ^ {Sgl&SfcKn^v^ufcVl^fe/V 
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ffltm<D#f-mteMkVX\^ Xy L TVl/m^#'*i<"?J*. *&TV>m#/Wtr&. 9 

[0027] fflftto&mttMtvxn* &t*ffl7k, yvyvHgu ta«— /k :/n 

\ ^^Ty^^y^y^^o^B^^j^j^^ytr^r^-^, #ytf 

o 

[0028] mmfcm<D&mi£mtL.xi^ mtrwv^ ?v~tv>. d--^^-/k d-v 
mffiMv&mtembvxte. v>mm., mmm, mmm. t^mmt^owmm 
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m&mo&mtKMfLxft:, 7k&&&m*—A^$nm* &mfc&2&&xx*3& 

[0029] *&w<Dm<D#mbL,x^ m*.t£$m (nrm. a mnmrnm^^) . x-?-* 
Kb), mum, mm&m. mtmk&^y^K &mm. mmk mmmmx 

xmmizxmi&rzzb&X'gZo eirfcu wt&Mcfctotemskmz^xnm 
[0030] m%.&. m am*. *r3«#f^ m^msmi %m, &m, ^v^v, d—? 
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9> gfco-^e^ mmm>z>^ttLfm&&n#jkvxs ^-<r^?mm*m^x 

o 

[0031] MWett^A'Aa— ^^aSMtb-Crt, WfcrifcKn^V^ol^^^A'ti— 

^^y^~LD[^K7^hL-30D55(®ta^), n— A^r/W^t], ^T^y/V 

-^if^T- ; TSJTA&AsWTW V— haaKy-r— RS MvfH^j/hRS (jgjn^ ) 
9<¥s*NE(Bifii£) , n— ^T/Wth]^^«7)T^y/^^J«^^^^^(f e>tV 

So 
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[0032] mtwte. #yy/w<-h8o, ^v^^^-^mt^ 

[0033] ^K^ffl#cf , t*/l'7*~SVV^T2&m%mmmi Kl:J3tt3 tW7±~SV?7UT2 

ATP 

&ffif&TZW7*~/i"?n'Tg:mm (SURl) Id^LTK 

ATP 
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[0034] *fc, r^7^^1^T2^^lt^JIC^tt5*S^tbTtt,^J^tflS*if 
2mmmffis l&mmmm, »^f£^£[lGT(lmpaired Glucose Tolerance)], 
IFG (Impaired Fasting Glucose) % IFG (Impaired Fasting Glycemia) , W^MH&ffi 

m%tm, rmmmm) . m^mmm.. nm&mm. amoisr. mMt&m* * 

[oo35] ^m<DM(D^mit, s^a—k M^mm^ti^oxhrn^^ 
migimmtvxffio. oi-ioomg/kg^m. #f£L<tao. 05— 30mg/kg#:m, 

$5>t::»*b<tt0. l~lOmg/kg#M-efc<9. rcoiSrl 0 m^m&^irzzk 

[0036] *&mvm&. tiffl<D$b&<Dm&i. &^<omw£t** s w^lt. *tm#f?fese 

mz.&^xh&^u mmm&&^x&i*Lxh£\<\ *mm<nmtwmm 
mtit. ^fi^fuDm^^^^2mm(Dmmt\,xn^fix^x^u miw 
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[oo37] mmmmm^mmt^xi^ m^-o^v^mm ^ ^<Dmm^b^m 

-262570, W^y^>-(Reglixane)(JTT-501\ ^h;/y^yV(Netoglitazone)(MCC 
-555), KRP-297, y^y^XRivoglitazone)(CS-011\ FK-614, yj)jf])# 
if — MRagaglitazar)(NN-622\ "Tlf^y^lf — MTesaglitazar)(AZ-242) > 
y^if— MMuraglitazar)(BMS-298585) % EML-16336, WO99/58510fC|B^ 
<Dik^m (E) -4-[4-(5-^^/V-2-7^=yV-4-^if>/y/Mh^r^) -< 

l^jA^t W5/]-4-^=^g&^) , WO01/38325^|E<c<Dfl^^ 
BM-13-1258, LM-4156, MBX-102, LY-519818, MX-6054, LY-510929, /<7?})? 
W(Balaglitazone)(NN-2344), T-m^fci*^:^ THR-0921) % PPARy T=*~*h 
, PPAR y T^?=?~Xh, PPAR y / a fa7/V7^h, a ->f>X>^s*f— tf PIW^J 

(#k ^y^-^, r#/i^-;^ ^yh-/K ^^y^~h), ^r-7--rK^j(^j, 

\ > GLP-lS^^T^^h[^il. GLP-1, NN-2211, AC-2993( 

exendin-4) x BIM-51077, Aib (8,35)hGLP-l (7,37) NH ] x 7V)>T^^=-^h (#!k 

2 

i0 , )3 3T=^;*M#k CL-316243. SR-58611-A. UL-TG-307, SB-226 
552, AJ-9677. BMS-196085, AZ40140K ^fr£P£^#J(0!k ^V^—^f^ 

h^fy^^fr73'^H , SGLT (sodium-glucose cotransporter) (#!k T 

-1095) x 11 3-tKT3^v-^n^K^tKi3y-^--ifP£$^(^|:BVT-3498^) , T 
^V^^V^fcte^^fttll. IKKPl^(^:AS-2868^) > l/^^feitt^ 
HISS* y-7h^^:x^£#f£jft^(WO01/25228 > WO03/42204, WQ98/4492U 
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W098/45285, W099/22735{£|E«tfMfc-g*^h ^*t- -tfJgtt^bSg (W : 
Ro-28-1675) l^iptf £>*V5 0 
[0038] »m#H4^Sf&^J^b-CH:, T/VK-^3S7C#*ia»J (fck IvVW^fK 
ai^/l'W^S'h -tf^W^yk ✓atfAV^yk ^/VW^s/k 7^WyK 
SNK-860), CT-112), ^^H^i^^^D^^lJ, NGF, NT-3, B 
DNF, WO01/'14372^|B^^^— nhn^>-0^.^Wii^J (0d*.tf4-(4 
-^nD7x^) -2-(2-^f;Wl-^/y;V) -5- [3- (2-^7xA 7° 

ntvu]^f-)/-^^) ) . (#k y-128) % PKcmmm m. * 

* 9 S\s— Kruboxistaurin mesylate ;LY-3 3 35 31)) , AGEPfl^J ( 
0!k ALT946, N-^^S/A^TVWA :/oWK( 

ALT766) , EXO-226) , fiH4|fe*^*l!l f^Mfe) , 18 JfeW S£3g3l (#K ^ 
T^UKx ^fW^') , y^X^Vg^ft:f£lb^(BIM23190) N T*K1 — i/TJ/lf 

•r/vu^u-T^o-y^-r—v-i (ask-1) ifi^^^tf^^So 
✓w^c t^w^>\ vx/<x#^>ttte : tfrb<Dffi.m. -rhythm., 

lsVJ>m ) , ^TV^^BNWaaW (#k WO97/10224tCiE*©flS<£«K 09 
^f^N-[[(3R,5S)-l-(3-T^h#^-2,2-^^/^PtVV)-7-^nn-5-(2,3-^h^r 
^7^^/V)-2-^-=3f-y-l ,2,3,5-^h7tKn-4, fV-3— fM T-fe^ 

y—K i/J»7-(y*9-K ^yy^^-hh ACAm*#J(0>J* r^>w:7*( 

Avasimibe), ^^/^^^(Eflucimibe)), Bkf^SSSMtfllB (W, ^W^^h 
-?xt?^l — /K =3f^|^lJ (^i), -ri^e— Mnicomol), --feyhn— 
(niceritrol)) x ^=ti^^>-h^ai^^ x I^tp- /V-(#!k y^yo— MsoysterolX 
^fV^yif /— M y -oryzanol)) feHSo 

=c.7°vy-/v?>, /Vvy-Ws^ "r/v^y-svpy, -i7w<UvW^ ?y~$-jv?>^ 
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^/VyfvV^ ^K^VS/K l-[[2'-C2,5-^fcKo-5-^y-4H-l,2,4-^f-^r>' 

, Jj^VM&tfm (#k *^~S?fcJV, -y^HV, TAo^tV, 
^/V^tV) , XVV^^^ffl P^(#!k W^n-^yA, L-27152, AL 
0671, NIP-121), ^n^^^tf btbSo 

SB-568849;SNAP-7941 ;WO01/82925^j;t/WO01/87834^|B^(D>fk'^#5^) ;~ 
^-n-<^KY^^ : CP-422935^) ; *^\* MY&mmm8k M : 
SR-141716, SR-147778^) ;^V>^^iM;n j3 -fcKn^^n^K^tKn^ 
— m#3£(0d:BVT-3498^)^h *|fiV<~ t?P.&W3£(0!k */>V*?vK ATL-96 
2) „ 0 3T=te*M0!k CL-316243, SR-58611-A, UL-TG-307, SB-2265 
52, AJ-9677, BMS-196085, AZ40140) ^^Ktt£fi)iC#ft93fc (09* 

FPL-15849) 4f*S^lf ?>*L5 0 
[0039] flJ^J^LT tt, ^J^f^^V^^^ (#0. ^y^/H**-hy*A^/n^ 

Ti?K bV?*/W^TZ?h\ tKn^nnfT^K, tKn^/M^Ti^K, ^y^vVfcR 

M^J (#!k *brny?*l^ hyTA^l/V) , ftBfcftbKggft|&#ail (#k T1?yy^K) 

ry^h\ -fyyAW, n^y^n, tv^K, yy*~h\ yn^K^Wktb 

So 

[oo4o] ^jfc&jfflfcL-cra:, ^Jx-f^/^y^ (flu ^y w-hy ^ ^*y>#A>~>9J>. ? 

/^/•?y^hy^(dalteparin sodium)) , U/V7 7 ])l^m, U/^TV^V^Md , £i 
hn^lf^(^i|, T/V^hn/^Xaragatroban)), jfiL^^(^!l, >7n3H — if 
(urokinase), ^y^^"— ^(tisokinase). T/UT^y— if(alteplaseK -f^r^y—M 
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(nateplaseX ^yfT'^— £(monteplase\ /^v^y^y—^ ^(pamiteplase)) „ jfn./Jv1£$S 
3Mfl]ffi!l2i(0!L i&fil^ntf^fticlopidine hydrochloride), S/n*^;/— ;V 
(cilostazolX 4^'<>Y%&^ = 5-;V^ ^^n^h^hy^ACberaprost sodium), 
/V-TiZjfU?— Hsarpogrelate hydrochloride)) &if#S^§&-f £>tv<5 0 

[0041] ££>(^ rDPP-IVPfi^HSr^LTftS, ^7^-^!>l/T2ftgat 

^-c, Dpp-ivpasm. wz7*-w\'Tik&m&&xm&&&*))i/&^ 

*z=./wuT2fcf&%}mmmt&mmtvx&m x&z> 0 
[0042] *mwte, &>T<ornmm*5£xfimMkM\z£-oT. ^himv<wtm^n^K z*it> 

xhxw 

&>-F<Dmi&ffli3£Xfm&imz&\, vC, 2-{[3-ct5/^a-)-2— ry:/^vv-4-:7^~ 
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/V-l-^^ry-l,2-v ? t:Kci-6--f'y=ar/y^/V]^-^MTirhT5K — zfcfPtoS-fb-g^A 

mmmi 

[0043] >fb^A(150mg) , ?L*f (1184mg) % =— ^(360mg) % HPC-L(^ d °d^, 
B#W3£ (60mgK jJ/Ktf&WrArkA'Ti— ^/^(ig D B a^ :ECG5 

05, 5^ n B p (t*)S4) (60mg) % JfeS-fe/^— ^(ffifp* :Tlf -fe/K »fb&X||(tfc 

mmmi 

[0044] £^1.5 0 O^ttWKY^yM^hW^yV^STZ) (120mg/kgft:M) 

N-STZ-1 . 57? b (Uttu 24 EE) i^V K K ( 1 Omg/kgffcm/ 0 ) £45! ffi ^ 

&A~DpC94i$(£-6E) t£#tf\ AP(*J-JTO) l?ltt0.5%^/l^fe/H3— 

Bp^^y^^7^K(10mg/kg^m)£s Ci¥lZltt^7^y~K(5fongAgM) 
Sr. Dp(a2te^A(3mg/kg{M)£, **vJPttfiPS^-bfe(«T, A-D«Mc 

^/Vd— jMSaft^eo^H (*IA#o~60##) ojfiLijl^=i-^±#ffiC ;^/w=»— 
j;t;^ 3 -^tS4l0M (*IA#0-60#^) (Dskm^xV^-tmm. *rti 
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C*2]*5J:tJ«[*3]|!^i-. *+<0«ttW«Cn=6)Sr^-. 

»1] 

Ap(*tj$) 172.72 
B^(^y-O-^^K) 180.65 

cm-r^ry-h*) 185.95 

DUMA) 134.83 

»2] 

Ai(MI) 19.37 
B^OT^^^K) 18.03 
cmi-TT^V^V) 18.76 

DiKli^a^A) MM 

C*3] 

A3$(*N8) 24.88 
Bmvry'<>??$\?) 22.76 
Cm(-TT^V^V) 16.78 
Dfl^lA) 46,69 

K (^7^>>l/Tft^) ^7^y~K (aefttt^^y ^^«ME3illl) £ts^ 
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tilt, 

mmw2 

coo45] mmmix^m^ttNSTz-i.57iyh 2m) (#6ee) mait, ?*>2 
^/v±/vu^mmm^ atJ^ipm^y^^^Kaomg/kg^m^-etb 

o 

] *5£ [^5 ] l^-f o ^ * ofii te¥f£tfii (n = 6) £^-r„ 

C*4] 

MP(*tJ®) 100.05 
Mp(/y^7^K) 51.72 
GPOWJ 172.72 

G^(^y^^v$K) 180.65 

C*5] 



ft 



ifat^'JV h#Mif ( u U/ml) 
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MP(**flfO 29.25 
MmV?})^??^) 49.70 
GP(*J"M) 24.88 
QM&}k$>2zm 22,76 

STZ-1.5^h^WV7^^/P^l/T2^M^2M^^7^b-efe5-t«^$tv/c 

o 

[0046] *mw<D*/i'y*~/i'V^T2frm&mfcffimmmte. w7*=-jvwTfc&m 
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[2] ^y^/v^uT2^m^^y^^^T^m^mmir^m^imm 

[4] ;VK7^/^WT2&^3i f j£#f^ 

o 

[7] ^/V7^/l-^^T2^M^*l^m^ffl^^yv^Mit^J^iti-afcfe(D 



